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Abstract
te the

tional org: o promol
validation, evaluation, and regulatory acceptance of altemnative safety testing methods that
may reduce, refine, and replace the use of animals while maintaining adequate protection of
human and animal health and the environment. On Aprl 27, 2008, Canada, the European

n, Japan, and the U.S. signed a Memorandum of Cooperation (MoC) on International
Goaperaton on Almaive Teot ot (ICATM) to promote enhanced cooperatior
cataporation, and commuricaion among el otpacive valdation organiatons. The el
participating validation organizations are the Environmental Health Science and Rese:
Bureau within Health Canada, ECVAM, JaCVAM, and NICEATM-ICCVAM. The
organizations developed an intial framework to promote harmonization of scientific
recommendations on alterative toxicity testing methods in response to a charge from the
Inteatonal Cooperaon on Cosmetcs Regulton, The IGATM W Implements this

Jers cut processenfor three critical d
wdies. 3

harmonized tes gulatory hi tis
oviing arosterafcency and erecivensss for Damcmaﬂng ldaton organizatons by
avoiding duplication of effort and leveraging of resources for recently initated intemational
valdalon stes.Tre nceeased cooperanon and colaboraton s expectad 0 support more
rapid intemational adoptior the
GEGD that wi rotoct poope, animal, and tho anvionment wha ocucg. reﬁmng, and
replacing animal use where scientifcally feasible.

oductio
On Apri 27, 200
Cooperation (MuC) establishing tha In\emal\una\ Cooperation on A\tsma\ws Test Methods
(ICATM). d international

e scenticvationon o o and et animel toxicity testing emods. oo o
methods evaluated under this agreement are expected to be more readily accepted by
regulatory agencies by assuring international agreement on the scientic information
demonstrating that the methods are reproducible and able to accurately identiy product
related health hazards. This poster describes the development of the MoC and the three
major areas of cooperation covered by the agreement
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The inclusion of other partcipants and their appropriate status can be ecided by consensus
by current participants.

Figuro 1: The ICATH Mermorandm of Cooperaton was sgned at te National Instutes of
Health on Apri 27, 2009, by (soated, o o righ)
+ Linda S. Bimbaum, TS, Diroctor NalnaiToicologyProgras (NTF) and National
neiite o Emirononai oalh Sconces (EHS)
David H.Blkey. O Pl Ditcior, Envionmental Healih Science and Research Burea, Healh

E\ke o, 0. Drecto. nsite
 European Union;
Taims Kegrar o5, rec for

A\so present at the signing were (standing, left to right)

Mariyn Wind. Ph.D., Chr ICCVAM, U.S, Consumer Product Safety Commission:
+ Linda Katz, M.D., MPH. Director, Offce of Cosmetics and Colors, U.S. Food and Drug

Adminstaiion; and

Willam Stokes, D.V:M., DACLAM, Director NICEATM, NTP. NIEHS.

Table 1. ICATM Developments

o | * ICCR Initial Meeting

« VAMS (ECVAM ICCVAM, and JaCVAM) Develop Draft
Framewor

+ VAMS Present Draft Framework to ICCR Working Group

+ Revised Draft Discussed at Second ICCR Working Group
Meeting

ﬁ/ + Framework Adopted by ICCR

+ Memorandum of Cooperation (MoC) Signed

Figure 2. Framework foril GAJV]
Memorandum of/ Cooperation]

I I I

Test Method Validation Studies

Independent Peer Review of Test Method Validation Status

Development of Harmonized Test Method Recommendations

é - Regulatory Acceptance [ ) I* I

International
Acceptance

ICATM Memorandum|ofiCooRENAIG]

‘The purpose of the MoC is to promote consistent and enhanced voluntary international
‘cooperation, collaboration, and
order to:

+ Further the optimal design and conduct of validation studies to support national and
inermational regulatory decsions on the usefuiness and imatons of aemaive
vethods

Fur\her mgn guaty independert siontifcpeor roviews of aemaive et methods hat

incorporate transparency and opportunity for stakeholder involverner
Enhance the likelihood of harmonized recommendations by validation orgamzaﬂons on
the usefulness and limitations of altemative test methods for regulatory testing purposes
Achieve greater efficiency and effectiveness by avoiding duplication of effort and
leveraging limited resources

« Support the timely international adoption of altemative methods

“The goals of the MoC are to:

+ Ensure that altemative methods/strategies are more readily accepted worldwide though
intemational cooperation in three ciitcal areas:
- Validation studies
- Independent peer review
- Development of harmonized recommendations

+ Establish international cooperation necessayto ensure that new alternative test

adopted for reg. willp improved

prtaction for people, anmas, and the environment, il reducing, rfining (causing
less pain and distress), or replacing animal use whenever scientifically feasible

Critical Area #1/— TestiVethiod]
Validation Studies

Objective:
hare nformation aiical scieni fvaldation

studies prior to ther intiation.
Methods:

icipants the proposed y design,
study protocol, and selection of reference substances to be tested, prior (o the start of
validation studies.

Outcome:

Data developed in such studies are more likely to be usable by all members and meet the
needs of their regulatory autharities, reducing the cost and time wasted in duplication of

el Consensus Aveas fo Vaidaton Sudies
Study object

Specific regu\amry testing purpose

Proposed validation study design

+ Detailed study protocols

Substances 1o be tested

‘The basis for the selection of test substances.
+ Participating laboratories

International Coordination ofiCurrentValidaticniStudies)

Stably Transfected Transcriptional Activation Estrogen Receptor Direct Peptide Reactivity Assay (DPRA), Human Cell Line
Agonist and Antagonist Assays (LUMI-CELL?) Acnv:llon Test (h-CLAT), and the Myeloid U937 Skin Sensitization
+ " Lead Organization: NICEATN-ICCVAM Test (MUSST) fo ldentfying Skin Sensitization Potentialof
- Study Management Team includes representatives from ECVAM

2nd JaCVAM  mace M Prevaidation Sty

+ Lead Organization: ECVAM
+ Validation Management Group includes liaisons from NICEATM-
VAM and JaCVAM.

+ Labsin U.S., Europe, and Japan

+ Testing completed; analysis in progress.

+ SOT Abstract #101, Poster Board Location 117, Toxicity Testing -
Alternative Models Session, Monday March 8, 9:00 AM — 12:30 PM + Study design and chemical selection finalized; training of labs to

N begin in March 2010 with subsequent transfer and proposed
MCF-7 Cell Proliferation Estrogen Receptor Agonist and Validati
Artaanist ncars (Conicton ) completion of the prevalidation study by early 2011

d Organization: NICEATM-CCVAM Lo Incator tion Enzyme In
’ sing HopaRtG Golls and Cryoproserved Human Hopatocytos
zludd‘\./ P\éana'a]amen( Team includes representatives from ECVAM Lsbd Organization: ECVAM

« Intralaboratory validation study completed.
« Intemational validation study planned,

EpiOcular™ and SkinEthic™ Human Corneal Epithelium Test
Methods: Validation Study to Assess Usefulness for Identifying
Substances as Not Classified as Eye Irritant Hazards.

*+ Valdation Management Group incudes lsisons fom NICEATM-
ICCVAM

+ Study design SOP currently being reviewed and chemical selection
is n progress for prevalidation and validation studies.

In Vivo and In Vitro Comet Assay Validation
CVAM

+ Lead Organization: ECVAM . \L/e‘ad Organization: Ja v

*+ Valdaton Management Group incudes laisons from NICEAT- * Yalidation Management Team ncludes members from ECVAM and
ICCVAM and JaCVAL

. p,emdam smﬂ.es i progress; planning underway for the - Phases | and Il of the study are complete; Phase Iilis currently
validation phases. going.

Critical Area #2 —Inter]
Evaluating the Scientifi
Methods

Objective:

sl Coogsration:
S\ Llleliny of Tast

transparency and opportunity for stakefolder involvement,
Methods:

" 1CATM mamers hav v o coner th e o ICATM Vliaton Organcatons hen
organizing and conducting such me

input

provided (o poer review panels.
Pecr teiew panels wil have ternatona epresenaton inluding olctaton of ominatons fom
other ICATM Validatir

. Poot rviow panl repors il oo mad publclyavaablo
Outcome:

resulting in

d conduct

ande ICATI to making the
e process a5 oven o varsore a3 posie by holdng puble ot eow meclngs o

eovidng ot oo holder 9 pe o

[ ping
recommendations

Critical Area #3 —InternationaliCoBPEIAIoN]
on the DevelopmentiofiHarmonzedNESH

Method Recommendations}
Objective:
Consensus by all of the national test method
o forward o fegulatory authorites for acoeptance decisions

Methods:

- Drattinal (CATM and wil atong
wilh the peer review panel reports and other supporing documens
Members il ot each other of therrespecive craftpositors.
In cases where all of the ICATM Validation Organizations mutually agree, each
organization wil finaize and forward the recommendations o her fespecive regulatory
authorities as authorized by applicable law.
Dissenting views wil be ciscussed withthe goal of resoluton and consensus.
If there are unresolved different positions among the ICATM Validation Orgamzalmns. the
Scieniic ratonale for the iforing positons wil be documented and provided by

authorites.
Outcome:

More rapid intemational adoption of new alterative test methods is expected by
Pamerizng ecammendatcnsprir o ety conaceraton of st melhods by vrious
countrios T n il by difering national reg )
thereby faciltaing more rapd adoption of new alterative test mefhods ematoraly.

Recent International Cooperation:PeenReViEWlV et G SIENH E=RISETH
Consultations

Exatustion ofthe Vallation Staus y Peer Review of In Vtro Estrogen Receptor

Testing Methods and Strat Methods for Endocrine Disruptor Screening

* Independent Sc\em\ﬁc Feev Rev\ew Panel convened * Independent Scientific Peer Review panel planned for Fall 2010.
May 1921, 2009 + Sponsored by NICEATNH-ICCVAM. Panel il include experts

+ Organized by NICEATM-ICCVAM. Included panel member
nominations from ICATM organizations

*+ Gomposed of 22 morbars rom six countis; Bolgum, Canada,
Japan, the Neiherlands, Spain and the Uni
Report avalable at: hitp:/icovam niefs.ih guv/dumlncumx docs/
OcularPRPRept2009.pdf

Updated Validation Status of New Versions and Applications of the

urine Local Lymph Node Assay:
Allergic Conta is Potential of Ci
pendenl Sc\erm(c ot Rowen Bana, comvanod

e

+ Organized kry NCEATM ICCVAM. Included panel member
nominations from ICATM organi

+ Combined panel membershi rom 2000 and a simir panel in 2008
included 19 members from eight countries: U.S., Canada, Europe
(Czech Repubiic, France, Germany, The Netheriands, and U.
and Japan

+ Report avalable at: http:/iccvam.niehs.nih govidocs/
immunotox_docs/LLNAPRPRept2009 pdf

nominated by ICATM organizations.

International Cooperation: RecentiProgress)

Ocular Toxicity: Skin Sensitization:
+ Proposed New OECD Test Guideline: The Isolated Chicken Eye + Updated OECD Test Guideline 429: Skin Sensitisation: Local
(ICE) Test Method for Identifying Ocular Corrosives and Severe Lymph Node Assay
Irttants ~ The Reduced Murine Local Lymph Node Assay
- Accepted by OECD September 2009 Proposed Naw OECD Tast Guidaine: Skin Sensisation Loce
+ Proposed New OECD Test Guideline: The Bovine Comeal Lymph Node Assay: DA
‘Opacity and Permeability (BCOP) Test Method for Identifying - Nonradioisotopic A\temahve Test Method to Assess the
Ocular Corrosives and Severe Iritants Allergic Contact Dermatis Potential of Cheicals and
- Accepted by OECD September 2009 Products
Skin Irritation: - Based on Intemational Peer Review and ICCVAM Evaluation
- Tobe considered at the OECD Test Guidelines Program
+ Draft OECD Test Guideline: n Vitro Testing for Skin Iitation meeting on March 23-25, 2010
Reconstructed Human Tissue (RhT) Skin Model Proposed New OECD Test Guideline: Skin Sensitisation: Local
- Tobe considered at the OECD Test Guidelines Program Lymph Node Assay: BrdU-ELISA
meeting on March 23-25, 2010 - Nonrawmsempwc Alternative Test Method mAsms (he
tils Potential of Ch

Promcs
Based on International Peer Review and ICCVAM Evaluation
To be considered at the OECD Test Guidelines Program
meeting on March 23-25, 2010

Other Examples|of ICATIV]
Collaboration/and Commumcation|

Scientific Workshop and Symposia:

+ International Workshop on Alternative Methods to Reduce, Refine, and Replace the Use:
of Animals ln Vawme Potency and Vaccine Safety Testing: State of the Science and
Future Dire
T eplembes 14-16, 2010, at e Wilam H. Nacher Conerence Center - Naional

Insiiutes of Health in Bethesd,
— Sponsoredty NICEATHACCVAM with priciptonof ECVAM, JacUAM and sl
Canada through their Liisons to the ICCVAM Biologics Working Gf
Regular Updates Provided to Advisory Committees:

+ Scientiic Advisory Committee on Alternative Toxicological Methods (SACATM)
- Advses [COVAV, NIGEATN, and he Diectorof tne NIEHS regarding statutoiy
iandated duties of ICCVAM and activities of NICEAT
~ Reprosentatos from ECUAM, JaGAM,and Heslth Canada nvted o provide
updates to
+ EGYAM Soenio Advisoy Comnite (ESAC)
dvice 1o ECVAM and on the scientifc validity of
AR ovaalod Atermai o0 Maos and e sepacts rted 1o Aremeives
in animal testing
- Representatives from ICCVAM, JaCVAM, and Health Canada routinely invited to
provide pdates to ESAC during its yearly meefings.

The devslopmantof s ICATM ek s g ofre Mo has s s stage ora
high level of transparency and the opp:
validation,
1AM parcpans st commite o conisen cordnaon, cooporaton
in the adoption of Siematve test

methods.

Suceess wil e ncated by consensus on the useflness and imitations of new altratve
methods, followed by rapid national and international acceptance.

ICATM cooperation and coordination will help ensure that new test methods will provide for
‘equivalent or better protection of people, animals, and the environment, while reducing,
refining, and replacing animal use where scientfically feasible.
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